Supplementary Fig. S3. All-grade adverse events (AEs) collected per protocol prior to June
2012 protocol amendment (median time on treatment 16 months [range, 0.3-29]) and grade =3
or other specified AEs (details below) collected subsequent to amendment. Data shows AEs by
time to onset from first dose occurring in 215% of patients receiving ibrutinib. With the
amendment, AE collection was limited to grade 23 AEs, serious AEs, AEs that led to dose
reduction or treatment discontinuation, other malignancies of any grade, eye-related AEs grade
=2, or major hemorrhage events were collected. Numbers of patients that were on study
treatment at the beginning of each of the time intervals are noted as n below. Numbers at the

end of each bar represent the percentage of patients with AE onset during that time interval.

0-6 Months >6-12 Months >12-18 Months  >18-24 Months  >24-30 Months  Overall Study

All-grade AEs (n=132) (n=109) (n=88) (n=60) (n=26) (N=132)

Diarrhea

8
]
i
]

:!i
I P ___!_ —_

s 8

Hid
_.!_ -
s
_:_

L
]

Fatigue

Upper respiratory
tract infection

Arthralgia

1]
]

_!,_
L

)
=

@
—|
=~
-
w

Nausea

L

N
N
-
N
wm

]

ha
i

Hypertension

[
w

i!’..

Peripheral edema

.
—

[--]
T
o
—
=

Cough

Y]

1

L]

Sinusitis

-

|
I
_I I
| |
] Il Il
Pyrexia hu _ 7 - Fla l 7
Constipation h 14 H 5 | iz is |i 4 h 20
Contusion hﬁ' |I 3 |Iz : I hzo
Headache Pﬂ FI 4 l1 12 l on
| | | | | |
Vomiting hu h 7 : |l 3 : _ 20
I I I I I I
izzi I I
Dizziness rm hle Hls : :4 l_w
Muscle spasms hw hd hs H l4 _13
|
. .

s

Pneumonia

TR
T

12
Ty
-
e T
__a_
|

I T T 11 T T T T
30 40 50 60 0 10 0 30 & 0 20 30 40 50 60 0 10 20 30 40 50 60 0 W 2N 0 40 50 & 0 W N W0 40 N 60

8
@
o -

Patients (%)



